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THE AMENDMENTS 

1 . (Currently Amended) A method of reducing intraocular pressure comprising 
administering to a subject a pharmaceutical composition comprising an effective amount 
of a compound of Formula I, its diast e rom e rs diastereomers , enantiomers, tautomers, or 
pharmaceutically acceptable salts thereof: 




Y 2 M 2 



wherein: 

Xj = O , NR, S, CF j r €F 3 or CN with tho proviso that wh e n X ^€F- 3 or CN, then R4 is absent; or 
Xj jepr e s e nts a bond from th e pyrimidin e ring to R4 or S ; 

X 2 = H, F, CI, Br, I, CNrORsrSRgTm^rGF^ or_alkyl , cycloaUcyl, arylalkyl, aryl, arylallconyl, 

arylalkynyl, C(0)R^, C(0)OR^, C(Q)NR i4Rt « or hotorocyclo of 5 to 7 mombors ; 

X 3 = HrGNrOR^rSRw-NRajRasrCF ^ allcyl, oyoloalkyl, C(0)R^, C(0)OR^, C(0)>JR 3 4 R34 T 

arylallcyl, aryl, arylalkenyl, arylallcynyl, or a h e terocycl e of 5 to 7 m e mb e rs ; 

R - H, OR+, allcyl, oycloalkyl, arylalkyl, aryl, C(0)R^, C(0)OR» or C(0)>iR 1 J^f 

R^rR^rR^^^j^rR^-R-^j ^ and R 33 ar e e ach indep e nd e ntly H, allcyl, oycloalkyl, arylallcyl 

or aryl; 
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R2 ~ H, alkyl, cycloalkyl, arylalkyl, aryl or h e t e rocyclic ring of 5 to 7 m e mb e rs; or 
Ri and tak e n togeth e r can form a het e rocyclic ring of 5 to 7 m e mb e rs; 
R^T^rRgrR^Tj^T^^H^rfW and R^q ar e independ e ntly alkyl, cycloalkyl, arylalkyl or aryl; 
R4 = H , alkyl, cycloalkyl, arylalkyl, aryl, h e t e rocyclic ring of 5 to 7 m e mb e rs, C(0)R ^ 

R^Tj^^R^rR^Tj^Tj^^j^^^Tj^ and R3 4 or e ind e pend e ntly H, alkyl, cycloalkyl, arylalkyl, 
aryl or h e t e rocyclic ring of 5 to 7 m e mbers; 

R 9 ~ H, alkyl, cycloalkyl, arylalkyl, aryl, C(0)R i 4, C(0)OR^ or C(0)NR ^R^t 

- H, alkyl, cycloalkyl, arylalkyl, aryl, C(0)R4 4 or C(0)0R4 4f 

R^ ~ alkyl, cycloalkyl, arylalkyl, or aryl, C(Q)Rj o , C(0)OR^- or C(0)NRj oR^f 
R^-H ? OR^, alkyl, cycloalkyl, arylalkyl, aryl, C(0)R^, C(0)OR^ or C(0)NR^ R^t 
where R^ -and-R^ taken together can form a heterocyclic ring of 6 or 7 members; 

R447^-an<H^rRi£-af^^ 

R^-and4^7j^-and4^-^R^-and4^ ar e optionally tak e n tog e th e r to form a h e terocyclic ring 
of 5 to 7 memb e rs; 
E = Oe 1 -9H 3 ; 

Ei and E2 independently are H or F; er 

f^-and-E ^, when talc e n together, form a carbon carbon bond; 

¥4 . = O or F, with th e proviso that wh e n Y± ~ F, th e n M+ is absent; or 

¥4. r e pr e sents a bond from th e point of ring attachm e nt to 

¥3 - O or F, with the proviso that wh e n = F, th e n is absent; or 

¥2 r e pr e sents a bond from th e point of ring attachm e nt to M^f 

M±-aa4-Mz are ind e pend e ntly H, alkyl, cycloalkyl, arylalkyl, aryl, C(0)N1^, C(0)OM4 reF 

- H, alkyl, cycloalkyl, arylallcyl, aryl or h e terocyclic ring of 5 to 7 members; 
M 4 = alkyl, cycloalkyl, arylalkyl or aryl; 

M$ = H, alkyl, cycloalkyl, arylalkyl, or aryl; or 

and Ms tak e n tog e th e r form a heterocyclic ring of 5 to 7 m e mb e rs; 
wh e n Y 4. - - O, and optionally are bonds from th e oxyg e n atoms of Y ^-and-Y^ 
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resp e ctiv e ly, to a carbon atom of an ac e tal , ketal or ortho e ster group E ^t 
wh e r e in is Q(A4 .)(A2)f 
wh e r e in Q is a carbon atom; 

~ H, CF^, alkyl, cycloalkyl, arylallcyl or aryl; 
A^ ~ H, OA^ rGP^ , alkyl, cycloalkyl, arylalkyl, aryl or het e rocycl e of 5 to 7 m e mb e rs; 
A 3 ~ alkyl, cycloalkyl, arylallcyl or aryl; or 

wh e r e A+ and A^, wh e n tak e n tog e th e r, form a carbocyclic ring of 5 or 6 m e mb e rs, with or 
without unsaturation, and with or without substitution; or 

M4.Q(Av)(Aa)M2 is taken tog e th e r to form a carbonyl bond e d to Y4. and Y^, such that a cyclic 
carbonat e is form e d ^ 

Y]M± and Y?M? are independently OH, R or H: 
Z = O, NZ^NH, CH 2 , CHF, CF 2 , CC1 2 , or CHC1; 
Zi and Z 2 are independently O or S; 

Z^ - H, alkyl, cycloalkyl, arylalkyl, aryl or a h e t e rocyclic ring of 5 to 7 m e mb e rs; 
Gi = ( X S, CHq or CH(OJ^ or S; 



equal CH(OH); and 

the number of hydrogen atoms bonded to the Gi-G 6 ring atoms is limited to a maximum of 8; 
also with the provision that the number of nitrogen atoms bonded to the G1-G6 ring atoms in 
Formula I is limited to a maximum of 2; 
h ~ H, alkyl, cycloalkyl, arylalkyl, aryl, or C(0)J^ 

hr^€T^T^^T^ur^ur^UT^^r^2Q7 ^, and ar e ind e p e nd e ntly H, alkyl, cycloalkyl, arylalkyl, aryl 

or h e t e rocyclic ring of 5 to 7 m e mb e rs; 

h ~ alkyl, cycloalkyl, arylalkyl, aryl or C(0)J^ t 

J 4 = alkyl, cycloalkyl, arylalkyl, aryl or het e rocyclic ring of 5 to 7 m e mb e rs; 





tOJWl CH(CH 2 OH): 
B-G4 . ~ O or S, then G$ do e s not 
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h ~ H, alkyl, cycloalkyl, arylalkyl, aryl, or C(0)J & 

J 7 , Jn , and J n = H, alkyl, cycloalkyl, arylalkyl, aryl or C(0)Jg are independently H, C(Q)H, or 
C(Q)alkvl : 

h ~ H, alkyl, cycloalkyl, arylalkyl, aryl, C(0)J ^ , CU(CU^ GO^ u \ or CH(CH^)(C(0)NJ 44J44)t 
3-12 = H, alkyl, cycloalkyl, arylalkyl, aryl, h e t e rocyclic ring of 5 to 7 m e mb e rs, an amino acid 
radical of 2 to 12 carbon atoms with or without h e t e ro atoms, or a p e ptid e radical comprising 
2 to 10 amino acid units; 

= H, alkyl, cycloalkyl, arylalkyl, aryl or C(0)J. i4f 

~ H, alkyl, cycloalkyl, arylalkyl, aryl or C(0)Ju i 

- H, alkyl, cycloalkyl, arylalkyl, aryl or C(0)J^ f 

= H, alkyl, cycloalkyl, arylalkyl, aryl or C(0)Jx x 

~ H, alkyl, cycloalkyl, arylalkyl, aryl, C(0)J^ or h e t e rocyclic ring of 5 to 7 m e mb e rs; 
hi ~ H, alkyl, cycloalkyl, arylalkyl, aryl or C(0)Ja 4rOf 

h-^M^ylu-an^UT^ ar e optionally tak e n tog e th e r to form a 

h e t e rocyclic ring of 5 to 7 m e mb e rs; or 

wh e re J^ -anehE^ , wh e n tak e n tog e ther, form a heterocyclic ring of 5 to 7 m e mbers or a bicyclic 
imide comprising 4 to 12 carbons, with or without unsaturation and/or with or without 
substitution; or 

wh e n G4 - = CH(OJ. 1 .)-aB€l-Q 3 = C(CHa OJ^) r -J^-aKd4^ optionally ar e bonds from the oxyg e n atoms 
ef-G^-aftd-Q a, r e spectiv e ly, to a carbon atom of an ac e tal , k e tal or ortho e st e r group G?; wh e r e in 

when G^ = C(CH^ Q^^)^d-G^ - CHCOJs ^^-aftd-J s optionally ar e bonds from the oxyg e n atoms 
e£G2-aftd-G a, r e sp e ctiv e ly, to a carbon atom of an ac e tal , ketal or ortho e st e r group G$; wh e r e in 

wh e n G^ ~ CH(OJ$ )-aftd-G4 = CCCHOJg ^s-aftd-j? optionally ar e bonds from the oxyg e n atoms 
e£G3-and-G 4 , r e sp e ctiv e ly, to a carbon atom of an ac e tal , ketal- or ortho e st e r group G»; wh e r e in 

when-G 4 = C(CHOJ 9 )-afid-G^ ~ CH(OJ^) 7 49-aftd-J.^ optionally are bonds from the oxyg e n atoms 
e£G 4 and G $ , r e sp e ctiv e ly, to a carbon atom of an acetal , ketal - or ortho e st e r group G447- 
G w — Q + fF^)ror 
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